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umm 1 1 

[W'^M 3 ] 

#0 Si^T-* -2, i: *#mi:i-^ii*:« 1 XJi 2 iS®<^m^x.i&M^o 

di4. 7it<s^-;o^ hf^^wi^^ ws^ "^M^h^ #m t -r ^ m-^-^ s fsm<^am x-i&i^^Jia 

8 ] 

ltilLlij!^S5!S»:^^^^^--X^^A;:^iJ'-|pm»(CH0afl&)DG44l*. BHK21^, -^^7. 

■*:i>/ii60|&m^^^-<^)«J5£^^5&*. SV40«I»i-/n^-:J'-, SV40m«8:/n^~ ^5^ 
'9S*?$tL^7'n^-iJ'-^CM-> y i^V K3' b 7 > ;^ 7 ^ 9 - -tf (neo) 

ffl v> ci i: =^ #m i: -r 1 ^: v> L 8 <^^5r*t:6* IcfB^oa^ Afti^iBJJ&o 

1 0 1 

[W^S 11] 
[ii^]^ 1 21 

\m-^-^ 1 3 1 
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[11*^16] 

im-^m 1 8 ] 

[ft*:^ 1 9 ] 
[iS*]^ 2 0 1 

^ ® oM^fi =gr mooo ;z g/ml t -eiiJp $ ^: t imWitir ^m^^^i 8 j&v^l 

m-^m 2 2 1 

[tt^« 2 3 1 
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V . J./ 



if-riim^^^o mm (/^•■7^-v^» ^*{±i^^=Sr^i!e*J^::^T^:^&-C*^o SKIPS' 
x.Jf, mjBWJHT-Canti-apoptotic factor) ^Mv^;5>:^&75«f^^'btL-CV>;5,o ^<^:^ 

mimm^mm=f-m^=?-^. ^ y^^^^mm^vx^.^^m.mK.mmmm^x^m^^. 
■r^mtii:U^i^^ ^-^m^m^Lxo t\f^o^^x:ib^o 

mm-r^o vhi^nAc{imRt'#^i"'2>Apaf-l(apoptosis activating factor-1) i:p 
ro-caspase-9i;^'^L«'^#=^ML. caspase-9^:f§mb-r ^^''l^^^^-*^^^ 

miiE#2 004-3106065 



tj:^m^&^. ^ib^fi^j^-fk (Ti^^y-^m. DNABf>T-'fks ^-feM^^if) ^mM^-t^o 

;i<DXr>^j:7^h-i^:^^^P\i'^^=}-h:LXBcl-2{B cell lymphoma/leukemia 2))6«J: 

^M.^fifZo m«Bcl-2ir^a|Wltt<^i^v^ -<>'(BHl-4) =Sr ^> o# < 7 5 'J -i&U^-^ 

Wmti^^^tLX. nK.itBcl-xL. Bcl-w. Mcl-1> AU BHRFK E1B-19K. Ced-QJSr 
if 7&«j50 ^ tL-C ^ 0 H ttf 3^<^ e/h^nAcScffi , Apaf-1 1 procaspase-9 tc^-g-f * i 
t tri or ->i^-^ Met! '^ISiLLTv^ i:#x.^tLTv^;z>o i<73J; 9 t::?|iM6«i^:Bcl-27 

10 0 0 51 

utogropha californica nuclear polyhedrosis virus) Op35^ y^^^M<ii'^^^'~^^& 
Kfc LT-^Sff^tL, -g■coif;^■>&^^^^:^^^^'C<7)*;^^-;^ t^^6<J^:^^#:=l:?^^L-C-e• 
^BmNPV (Bombyx mori nuclear polyhedrosis virus) ^>p35aS'fS-7'^^oTV»^o 'tfz^ 
4^3t ;v X <^crniA{icaspase-l#-/n -r T - -If ^caspase-8, -lOi^^^^ K^^L. i tL 

{i2o<^DED (death effector domain) K> -f >=S:^*)> FADD (Fas-associating Protein w 
ith death domain) fcj^'^i--2>^:t J: oTcaspase-80^SmkSr$?ft!I-r^o ^hiZ, 
j.n ;v;^#CDCpGV(Cidia pomonella granulosis virus)^OpMNPV (Orgyia pseudotsu 
gata multinucleocapsid nucleopolyhedrovirus) 5r # < <DM^(7) ^ )\/ 7. iz 

f±> v35&m=FtimK. 'E-Oil^Mi^:d^:«'X^-XfSttSrtt^iffl*i-'Sv-IAP(inhibitor 
of apoptosis)attf5W|sj^$tLTV>;2>o S^Et -etrv-IAPOjJ^^n^fc LT. '>>f;v;^ 
m^tCi/a -i^va 'i7/N*j:^|iifLli-Cc-IAPl/hia-2. c-IAP2Aia-l. XIAP. NAIF, survivin 
. TIAP, ApoUon. DIAPl. DIAP2. SflAP. ITA4 if^a«<^BIR (baculovirus lAP repeat 
) iW^IAPy T 5 U -Tbm^-^flXx^^&o 
lO 0 0 6] 

iOi d *giT=3^ h-'>:^S14=£:4oH^, 'PJxffBcl-27 r 5 U if =£-«BJ!a^«t3 
fIJffi L J: ^ ii^-^ibtLr -^(DtZ^, Bc1-2-7t5 V-^'ov^T{4^J'>'/^°^^H<^. 

]g^*ii5^l*W^^^:^{i{io # «9 LTv^^v^o m^i^. Tey BTib{±^^ ^Jru'ff^'SrM^i- 
^CHO«lwBcl-2itfei=-=Sr*AL-C^^$-^7tJ^-^tc, ^#^<03S:S^^«rM*i)/c:>J)^ 
#jt^»«'fbfi'5:;6^o/c (^^#l1=:i:m2#JS) o Simpson NH?){i^N-f^U K— TtrBcl- 
2S^S^ ^ «A L ^ (i f? i^C#:^^tg:tJ O _h# o o (#^#W^ife 3 # 

M) o |Wl5|itC, Kim NS, LeeGMib^). y f-^«tC;fc3V^TBcl-2it<5i^?rfl^^-^:^^tn;'^ 

tfz. ^^hitmmzBci-2^m^i^»iM&i^i^^mik^^nMir^:it^M,mL. -mm 

v^S(g^#i^:S:ilt6#M)o c:*te>0#'&J±, Bcl-2*5«Bfla9B«lfW^*«:l&»LT'b> tlL# 

o tT^c. Bcl-2. Bcl-xL. ElB-19K(D^miimmMmi:mC^-MJ^iZffmir^^ti>m^-^ 
ttTv>^ (*#tf:fi:iit 7 #R§) o Wimi^. Bcl-27r 5 V--e2b^MCUl^MO^#^=lr 
«al^&ii5i<7)->^■^;^^cf^=£-#x.:fev> (^#il=:S:Sjt 8 #rb) o Bci-xLtco 

<Dm^il)^^^o m^ifo ><^7'n*-^-OfIJ®Tt?Bcl-xL^f|3gT-§^ J: 9 tr 

L/cit-fe^^rSA^tt/c h7 ^'XvjL-u/:}'-7'>;^lCi5V^T. Bcl-xLti ^^Ji&<^^#^=Sr 
|pl± $ -fr /vT 3 - ;^ flS i ^ >f > ;^ U v <0^|S:.f&3S ^rlt^-T-Sifi^ $ 
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TLPSM^S^::J:^TNFa*fOife^tt^^>i' h * :x<^jg|^«rii-<^c t M^m.'km'P^ 
•iiTV^^ 0#fiS) o IW|«|t-Bcl-277 5U—t?ife-2>ElB-19Kitte^=SrSt#M 

^NS/0 5 n - -7 tc^A L /c:^^ j;: o T©:#{i^i6 tLsS: (^^^NFll^lfcfifc 1 

1 o 
[0 0 0 71 

COi^tC, i:}xiT'f^$tL7tBcl-2. Bcl-xL, ElB-19K5fe ifOBcl-2y r 5 V 

;^ ^ - ;^ mmi^m =$ri#oH^tcov^-c{i A y n° KS^ffllS \z ^ v> r jg^ilfS^^ 
[0 0 0 8] 

mz2m<^T^ ywmmm-ijaLfzm27m<DT^ymmm7()>h^j:^yi-^^j^y^ vx$>^ 
:itf)mh:6-<,z^ftx^.^^ mww:xmi3mm) o tfz. amiz^aEtrntti^mm 
^^^^L. ic^^'v-^y^ Kti. amoT^ ym.mm<D6i2mz236m<^T^ ym^mm 

[0 0 0 9] 

y^yv yrymMii. mm.^^-t^^j:i^<D:^mi,zx y) m.WL^<Dy ^ y^) y ^y^^^ 
iiji6<s, c i: o xm.M^£msa.^m.iL-r^<D\,z^^mx:k y) . tztk.imsfn.mzisif^m. 

ttz. y^y')>(Dwm^i:mmLfzfm.^mMtLxi,m<mm^fix\^^^ mi^Wf^ 

mLtzi,(Dx. ihiflL, Mmm±(Dmm. mm. m.'g^M^j:if(ommtfziim^n^ 
. mi,zisif^j^T~^)-:i^(Dmm^j:t'}timiizt>fz^x^m^ii^o tfz. ^^y^yvy 
r>^='^-y>:^j:if<Di^-hi,zjtM^^^^tizx *)m^i^t:Mtbfzmmi>m^^iix 

[0 0 10] 

mmsht Lxm\^>hitx\^^:by ^ yv yyyii}^ hsfumyi^hmm^tLtiiiCDx. 
LT. 1) yf^w^0'WL<^ii:hT(>>hmibtzm.m^mm'r^fztt)iz^ hav. hbv. 

HCV. HEV. TTV=5:i:^<^|fi*8=S-?I#^i-t-'>'f;V:^. HIV^: ifo^^^gg^p^i^ «r5l 

ji^y^. cjD^d\^m^i-m'^yv:t>tj:i^(7)mPi^^^j^^^f^X(D^fkm^^^^t^ 2)t 
fz. B:^xitiisLmiimsnzx^xm^^tixisy)^ n^m^j:^^mmi>^mmu^ti:h^t 
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4/ 



lO 0 1 1] 

-15. V>{iEchis carinatus J: m^t*»i^$^^^v: 1 7) jt6«fi5^0 

L-Cj^ffl:^aTV^;2.o j;o-CjhJflLEil^:/hJfiLl=, 

(DYuy}£yuMii. ^ i^mm^^ii L < ii}^ vm.m^-'hmu^fifzi>(Dx-. ^(omm^. 
scit. fj:ify^-:f'}yrytmm.<^mmj^.inkxi5*). mMk.mfi^^'oxnhfLtz 

huy\£yi}^tflX\^^!bo dOi^jfi: hn>'kfy$-#;&|^tc{i. ^i!Ji6:6^^fS'l4a<^ > n 
y\:^y tLXM&^'t^^Ltltmi^i. -f^Vny-kfytLXM^^tX-A^h. ip!hi)^(D 

^^'^zfxj hny^yi,znLxiii^m't^<DX. m-^-:^^ huy}^y(Ds!a.^mM<DW]^K 

t \t. fm:^w^K ii':>x^hixfzYuy \£ymm<r>mM'x.mz-z^mx:$) ^ > t tzu^^ 
mmtx^x^. '^^i}-h^ij')y<o%mit^^n^ir. ■mM^wm.tfix\,^tio 

[0 0 12] 

^viii H^(iiflLMgR^s \,z^\^x. m'\^mmmi-bmm'^^ mmt-r ^ujB-^m2 

. m<o-^mum^^n^^<oikim^mmm.^^fz-to mLmK'^mmtm'fum^^'m: 
m<Dmwi.mwwMh'^fLx\^^^o Mm.^^(D^viim'^mnhm.^k.mM(Dmij 
ibm^^fix\r^:h7!)K «s*{4Ht3^o i d KmM^mjw.'i^ux<7)v y^i^ t^^m^<om 
m^^^^o mmx»jicov^T^). ^shi^cxmm^Ki^^£^n^mmi^-^j:^fz 

[0 0 131 

y^yvyyy(Dm^. mmmmxit. Bmmm if^s^ws^xmimm) ^cosm 

1 9#M) . CH0«B|g (0mWXm2 O. 21.2 2 5. Wft^lS:^ 1 #M) =Srfflv^ 
t:fl3S**lft*'bnTv>;&*«. -?-<^)M^fl:f4x 1 ~15//g/mlMt-i: ift oTV^^o «:ittP> 
^^J^-^-. J< ^U'f-:^^^ y-fu-^—^—^ Rous sarcoma virus L'niT'n^—^J' adenov 
irus 2 major late T'n^- ^J' -(TJ'fpfti.^J^^ffl v^, :^ - t LT T 5 7 >J n v K 

3'5}^;^5^ h 9>'^-7^7--b-(neo)it{K^^. i^H Kn 11^^X0* (dhfr)itiS^. histidi 
nomi^mi:'^(Dmfi:b-mi^<ii^*^^<^B.^'^t>^Xj^mhX\r^^o v^-ftLO*-^^, 

m-y^yy^y^^^yBy-f^i)^. ^^y^^Mam. ymj^\^<\tpm.. rmAHi^^^-t 
2^<D^m^i^ i^-xm^MMm^Lfzmmiz^ m-h^m. c^itf^^^^^t--?. 
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10 0 14] 

i^^X^W United States Patent 6037457 
[0 0 15] 

-^;i'(2000) 

[##fl=:S:f)t 2 ] TeyBTib, Biotechnol. Bioeng., 68, 31 (2000) 
l##fi=:ScM3l Simpson NHPp, Biotechnol. Bioeng.. 64, 174 (1999) 
W^wfXMA^ Kim NSfcLee (M, Biotechnol. Bioeng., 82, 872 (2003) 
WWW?XM^ \ Kim NStLee GM. Biotechnol. Bioeng., 71. 184 (2000/2001) 

\ KimNShLee (M. J. Biotechnol.. 95, 237 (2002) 
WmnXMl\ O'Reilly lAh, EMBO J.. 15. 6979 (1996) 

\ Yang Tib, J Cell Physiol., 166, 523 (1996) 
{W^W^XMQ\ ZhouYfb. Am. J. Physiol. Endocrinol. Metab., 278, E340 (200 
0) 

{^^mffXMl 01 Lakics Vib, J. Immuno. . 165, 2729 (2000) 

1] Mercille ^h. Biotechnol. Bioeng.. 63, 516 (1999) 

[ii^mf^-xn 1 2 1 rjtjfil • • t&ea. fnE^^t (1994) 

W^^XMl 3] Chung DE^ Davie EW, Biochemistry. 23. 4232 (1984) 
Wl^nXMl A\ Lawrence YF<b, Biochemistry, 31. 11968 (1992) 
{tlFmm--Xm 5l r#*-^'^««^JJ Biomedical Perspectives, 6. 9-72 (1997 

) 

il^^ffXMl 61 Redman CMfcKudryk B. J. Biol. Chem.. 274, 554 (1999) 
W'mf^X^l 71 T. Morita^: J. Biochemistry. 83. 559-570, (1978) 
W^WXm 8] Farrell DH<b. Biochemistry. 30, 9414 (1991) 
\tm^XMl 91 Roy SNib, J. Biol. Chem.. 266. 4758 (1991) 
[fFW^XM2 01 Lord ST<b, Blood Coagul Fibrinolysis. 4, 55 (1993) 
[#^#WjtM2 1] Binnie CG^. Biochemistry. 32. 107 (1993) 
WFms^XM2 2\ LordSUb, Biochemistry. 35. 2342 (1996) 

[0 0 161 
[0 0 171 
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[0 0 18] 

^ %^-^m.^-f^mk7Lmamu-^^ h mzmmi^mz x^x^hfitz^ y^^ar^^^^ir 

& d ^ 2^ ^ o 

[0 0 19] 

^>^(o-'mh\.xm.^imx'\i±wm^(om\^'b^^tiy r^) y y>:BLXfj^ij v ^vi 

^■^Ltzi^^t(D2m^■^^^^hi^^^t^mh■^^KLs ff^<^^#f±> T*°h-v^<^ 
10 0 2 01 

[0 0 2 1] 

[0 0 2 21 _ 

KXo T^M ^ tt/i @ S^J ^ > /n* ^ K ^ iSS^i" ^ Kj tF^IS t± s ^Bl^iim 

m-r^m^^mtbh ^mc\-2^j: t:xmn ^ t^^x v> tz^:^m<om0:n^&^n<7)mti ^ 

fzi)\ :^^mizx ^?35m^=^^mxLfz^^x7.}^i—i^m^^jnyizm2^(om^^m 
mnm^i>fzh^fifzo tfz. ?35mis^i!>mx^ti^tim^i'immni^xmo4-'3952f. 

[0 0 2 31 ^ 

TX(D^mizm:^^xm^M.<^)}W:i^-rt^^hfix^fzo :^m^mit. c:oJ;d^#^ 

[0 0 2 41 
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[0 0 2 5] 
[0 0 2 6] 

'i/ ^ v-IAPit<El^, rry^^ ;v;<.Adl4. 7^t^5d^^ i n fi5|^v-IAP^: 

fHf^ ^^^^u^y( }V^^^w-IfiPt^^uV-<O^^WlWB}^^<^^l^ (baculovirus 
lAP repeat) =^#oIAP7T 5 U-^«^tfibtT-;5>o ^<7)Xv ■^j:m^<omtLX^ V3>!7V3 
e7/^'Jl^(Ii?L«■tr^m$^^7'cc-IAPl/hia-2. c-IAP2/hia-U XIAP. NAIF, surviving TIAP 
, ApoUon. DIAPU DIAP2. SflAPs ITA^r ii'^Ji-'^lf ^ tt;g, „ ^fih<Dm^(0 X o ^7' 

^*^ft'i>§f t Lv^— -pat LT^lf ^itSo 
[0 0 2 7] 

yy. ^mmm. ti^y^T.. ^y{)\y7.^y^^^'Rti:}fifimfh^^. i^mm^x\t. ^(d 
^^niiK ;LfL\zu^'^M^<DXkttj:<m<^^y'''^^9.M^mm.-^^W:ir^^mt. lt 

[0 0 2 8] 

|&J&U/^J:dJC. am-RXfym^zlt. ^fi^fi a EmRXfy ' (y B) ^fcl^fm^SMl! 

[0 0 2 9] ^ 

. GENBANK(http://www. ncbi. nlm. nih. gov/PubMed/) ^: ^'(^gfe^*^^^^?-^- iJ' ^ =S:fll 

ffilE# 2004-3106065 
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(Friesen.P.D. and Miller.L.K. , J. Virol. 61, 2264-2272 (198 
7)) lc#^$tL-CV^^@B^J. XDm^ii. Wishidah (OXM (Biochemistry, 34, 1 

771, 1995) mnum=F(0^'^l±. J. Gitschierib<^35:i^ (Nature, 312. 326, 1984 
) y ^ y -yyj&B^'^^^ii-^ 'XM (RixonWb, Biochemistry, 22, 3237 (19 
83). Chung DWb, Biochemistry, 22, 3244 (1983). Chung DWb, Biochemistry, 22. 32 
50 (1983)> 3. 1 4#HB) tc#^^^$tLTV^;5,SB^J*7i:lCPCRffl>^7'f^ 

proteinaseK=^#tf^T^'^b/^'';'7r- (a^'^-'^J : 150mM-NaCl, lOmM-Trais-HCl pH8.0, 
lOmM-EDTA, 0.1%-SDS, proteinase K lOOug/ml) «rl0^m±ijnx.> 37'Ct?^^ffi ^ 

Y^y^Ty K^Zl^. P117-123. 1997. 5^Titt) o '^'^ ;v;^#i^:d^*b 

#§1;:^ • SiftBJM'li^. p«i^*;nf^-=r±. 1995^) i'ls«^tL-cv-;&o mm^fi-Tz^ -( 
TpMOTte-e*)^o RNA'^'f;!';^ (;s.ofm;6-<b<^RNAm) 

nltg-eife-So — -evil's: * If ^i:. ^M^tOCatrimox-14 RNA Isolation Kit RIK 2.11^^1:^ 
v^/cJ^^. MA^^ )i^y^i^tfm^. ^StOCatrimox-U^r^S-a-b. 5^m^'L--r^^tX 

to 0 3 1 ] , , 

t-r t Hfm*^^^RNA=Srttttb. C:0«*';6^P>mRNA*Jii$!t-r*o #^tt/cmRNA*cDNA 
t-^kufcm. ^tL^tLOitf5^^SB>?iJi;'g-t>^TT'¥^>$tt/iPCR^7^-7-=Srfflv>. P 

cRj^f&^^TV^ #ibtL/>:PCR]gt/=^-/7y^5 v'^^ ^-i^m.^^i^B'^K^x-r^o -^m 
RNAotttiiicji, ^m<D'mzomm (gibco brli±) . isogen (-y^^yi^-ym 

mRNA<7>ffi$£J'ti. mRNA Purification Kit (Amersham BioSciencestt) ^ f OWlR 
V cDNA^<^^^t'fi. Superscript pi asm id system for cDNA systhesis and pi as 
mid cloning (GIBCO BRL?±) ^S: if <^)r1im<^cDNA7 ^ ^ 7 U -f^^^ V-/}^^firft^m^ 

Human Liver Marathon-Ready cDNA (BD Bioscience) **fflV><btL^o 
[0 0 3 2] 

pcRffl y 7 -7 - }±. dM^^^wtmm im x. tfoiAGENtt) i^izmm-rmm^ 

«g-C$);2,o 5'lffll^KOZAKIE^J (Kozak M, J.MoI.Biol., 196, 947 (1987)) RXTM 

10. 11. 14, 1 5 t*IB«<^'^^DNA:e»*^7>f ^-i: L-Cffiv^ibtL;2)o PCRRJi&li. 
TtTm<7)Advantage HF-2 PCR Kit(BD Bioscience) ^ffiv^. ^^(O-fu Y =i-;i/tC=B&o Ttr 
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'Jj^yn) m'tm^^r^ti--yifLtz^k. DNAv-^^J^>•^^-> mx.i:£. abiprismsio 
Genetic Analyzer (PE^^M :a->';^T-AXtt) iZX ^^^-^fi&o 
1 0 0 3 3 1 

fi. -7 hi; ^-T^-^>^n^-^-^^^7'7;^5 KpCAGG (#F?i¥3-168087) 

-e«>1£fflTOt?afe:&o — ^fi5l::{±> T 5 y ^^U n-> K3' h 9 >^ 7^ ^--fe'Cneo) 
i; t K n ^m^lTC^* (dhf r) sllST-^ li' ^ - n -7 ^ -> vtftt^^ilfe^. i^'' ;v ^ 
< y ^mmm (GS) itfST- 5^ lb tL ®|^^it<^^liil>lffi (D-^-^- ilfe^ (Kr ie 
gler M^. l)nM;^:5i ^i^. y^-^-^r )VmmmU<omi^=f-i:.^. Sffiit(1994)) 

[0 0 3 4] 

;v;'^P35af5i=-oJ^'^lctJ, Wi2\z^ir^^ ^-ifim^fhMo y h -f') ^ '^y'AU 

GD-GB (■7'f /yVyifti; Ki"^it<5i=-^ l'fS-f-^«F*>> m^"^-*-^^ 

LTdhfra^Si^^^fo) i:pCAGGDN5-GA (7 >f t/U / ^> y « ||«r n - K-t^^tfe^ 
* llS-foit*,, ^K-7-5!;-i: L-CdhfritfS^S.'^n e oiHST«:^<5) **W^tLS 

y^(0 3a<^a{Ei^t^'ft«$tL;&a6*iiS'>^N-i5^«jtfei^«^5ia^i5' 

[0 0 3 51 

- ^xi- * m^mm tLx. =--:<^^^y^^-mM. (cho) ^aa^spa 

thE# 2004-3106065 



#M 2004-096216 



^— V : lU/ 



[0 0 3 6] 

(Molecular Cloning (3rd Ed.), Vol 3 
, Cold Spring Harbor Laboratory Press (2001)) o 
[0 0 3 7] 

iv-o m^ii. mmmm^<k<ommt. CHo-s-sFMii^sb (gibco-brl) > is cho-v 

3MEM^ift (v^-rtL*> GIBCO-BRL) tZ5-10%aKO >^ i/lfeMM^r^ L7tJflLlti$Sfc'& J^t^ 

^^^)^-:f^v<Di^mizm^^hft^ljm. -t^t^-^. elisa, ria, wb. sds-page^o:^^ 

10 0 3 8] 

-r^j^i^-tb. mmmmizT^^v-'y^iSimm^fi^j^^^^^rxmmi^xi^+^^j:^^ 

[0 0 3 91 

^-f >'y>m^^J3aty::{i||VIIlS^=-^^M^ U >^^m:5.r>V\-if^ ^.n -i; 
y ^ y^) ^ >ry<D&^MiiWi±m5fjig/m\X'^'pfzi)^. ^^mizX »9P35alfe^=S:SAL 

i!fsmx^fifzm'tiiziiM^mmx'm70A'-3952fig/ui\(Dmm^^j:m.^s:^ i> ^tm^-^ 

tfz. :y^ij^)y(DM^-m\tmxmmm,<r>z.9mm\\zn\^x2.\'-z.2'i^<Dmw^mm 
tbhfifzo ^Niim=f-m^mm.x i^2.2-^ A'^o^n^m^iimibhix^fzo 

x^ho ^m^mt. wiTi^<oi.^^zy:cY^'iv^i%m. ^^y^->^3yi^m^j:i^^m-^m 

}Lifix^h,, mz^ ■^m.^mt. ^%(o^^kMmwkx\x^-^i)m\^<. m.m\.im^\^ 

7!)^-ofz^y^'i^^<DmMit^j^hmz. -rx-izmmt^P-x^^^^ y^^i^M^Mizi$\^^X'k 
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^,S4(ii^o 'iis. JiJ.Tl'^i-«^J-C-{i. #l^if^0^^v^lS^, ^ff^^zI^^^Z 
m#i|S43J:miew England BioUbstt> T-7->^ A7r ;WVTtt. /NM^t^htt. Vi5^ 

I^ii^J 1 1 

[0 0 4 01 

E h 7 / y vat-lS^ti. Human Liver Marathon-Ready cDNA (BD Bioscience) ^ 

^y-fV^ h L. ^7>f7- t L-CKozak|S>?iJi3 J: W^>S:^msite«ri]nx.^c^>(^* « 

iSM> ylIffli;'?-:IX'e'tt2^-fo>f^SSL (@B^J#-^1~6) . Advantage Iff-^P^ K 
it(BD Bioscience) ^fflv.-c^-;' \<Dfu h n-;vict^feoTPCRRl£=Sr^o/co v-^^^. 

yicDNA^f5?-<7>^^Xi:-^L-CV./c/.*, .itLe,^^^^^^:^ n--.^^^ 
(i^-ehDv^y) :tffiv^Ti^n-^>^r (#^pFbgA. pFbgB. pFbgG) 
J^*IS^J<^^^'^ABI PRISM310 Genetic Analyzer (PE^^^:t->;^r-AX) ^rfflV^T-fro 
fco •€-<?5^*. S£^J##7~9t;-?-*t-?'*i.^-tFbgA. FbgB, FbgGitfeW#'btLrco 

[0 0 4 1] 

**i&^J tc^ 7 ^ y >; y r V ^ ^35.1/^ 7 m^^"^^-^^ ^ 9 -pCAGGD-GB^^ hmz 
. 7^ y r> amRt>Vmm<S^^m-^^ ^-pCAGGDNS-GAtimTj^ij 

L^ic pCAGGD-GBlCOV>-C{±. ^T. pCAGG-Sl dhfr (WO 03/004641) ^BaiiJIk-ai'fkb_ 

T4 DNA>^°';^9— l?l^j:^*«¥ft^b^firv>, U >m^bNotI V - U) 
> ^- V 3 i i: i 0 pCAGG-Sl dhf rN=^«^ L. ^ tL(^SalI^>f b l^pFbgOS^^OF 
bgGa{5^0SaimM-^ai5.«^^. pCAGGD-G*m^L/.o ^ ^ ^-;.I>CAGG^^^ 03/^^^^^^^ 

- (^) :^ffiv^T7^'i^-v'3^-r-2>-<ttCii)pCAGG(Xho) NSr«^L> ^<^^7;^^> 
<7>XbaI-BanflI^^ > t::> pCAGG-Sl (WO 03/004641) <^SalI«r#trXbaI-Ba,^^*«.^* 
. #^tt/cy9;^5 K«^BanilIHj-^ h=£:fi^bL. T4 "J^ ^7/,^*?, J^f 

jjfv> 1; '✓SE'fbNotlU (^) ^fflV^Tv-f y-v'a >'i-^'^fct-'t '^pCAGG-Sl 2N 

^«ktfCo ClOpCAGG-Sl 2N60SalI-9->f h lCpFbgBfi*<50FbgBmfeT-OSalIif>t^m^^ 
. pCAGG-B^«^Lf^o pCAGGD-G<^NotI-9-^ > tCpCAGG-BOFbgBafeJ^^t>Not^=^ffi 

O 

-:^.°pt:AGGDN5-GAlCOV--C{i. ftia tCpCAGG-Sl dhfr neo (WO 03/004641) ^^f^^^* 
Banilltmk^&^TV^ T4DNA=3^';^7-lft^J:**5g¥rt^M^. "^"^^^f^t J^Xl 
Vl-^itlCJ:») 2oab;2>BainHI^>f > <^ 9 *.neoaf5^<^ 3 ' 1iIl'^^BaiDHI^?->f h 
^I-lt. ^P,tCBamHI-e?mkLT. T4DNA*'U^7-fe't^J:^*^^r&<t^^ 'V^.SS 
PJ (S) =^fflv-T 7^ V 3 >-r* i i:: •9pCAGG-Sl dhfr neoN (pCAGGDNS- 

NotI)=Sr«^Uy::o ^<^pCAGG-Sl dhfr neoNOSall-^f'f h l'pFbgGfi3feOFbgG51fei=-«r#^ 
fa ™#ALT«^Lf.^9^5 KONotl^^ btr. 

gAS5l^^FbgAa{ST-=^#trSalIffifit=^#ALTS^L/cpCAGG-A<^FbgAstfe^«r^tfNotI 

©f>^-'^ffi^'^5^^ pCAGGDN5-GA (S 1) =£r^llL/^o 
3 1 



2 -e«^ L/C 7 ^ ^ V y y>^n-:^y^ ^ KpCAGGD-GB:S. WAGGDN5-GA=S:ffl v^r 

miE# 2004-3106065 
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\XrK^^h:^'&^''^. CHO DG44 (Urlaub , Somatic cell. Mol. Genet., 12. 555 ( 
1985), J^ATCHO) mU^Wmmm\^fz. J^g^^OfltfBt^CHOm^e well 7'V- M::1- 
0.5X10^cells/2ml/well(^m^l£-r'10%'>'>MlliLtt (FCS. GIBCO-BRUfcSSO ^^trY 

%C02^«^Str-^^«co^*. U*-y-Am?I^K^^f^»> TransIT-LTl (J) 

7-7;^ 5 KpCAGGD-GBS:WAGGDN5-GA=Sr^>5r^fi:tB-^L. PvuIT«b • m^c^bLTiSV^/^ 

Tt:. 5%C02^«^«-C-^^«L/it^> mW^^. 10%M*TFCS(d-FCS:GIBC0-BRLtt^K 
0.5 mg/ml Geneticin (G418 : GIBCO-BRLttS^) . lOOnM ^ h h V^^- Y (Mil : 
^XS^) 5r'^^rYMMit^^ **V^td:10% d-FCS^ 0.5 mg/ml G418«: -^tr YMM^Skl^^flfi35 

[0 0 4 4] 

^-m:.X^m\^fZo PBS (l37mM NaCl, 8mM Na2HP04-12H20. 2.7mM KCl, 1.5mM KH2PO4) 
-ClOjug/mU'pmb/c^Ti h-^-f -/Vyy^ • '^7-iJ-^^'J^n--^-;vJfQ#: (Dako Cytomat 
ion) 100.1^^i>.^^-:^^-''V^^-> (^^-^^ 08-445101) Hry^-fU 4pi^-- 

m^^LfCo ^V>-C, PBS-e4ji&tC^flL7tyn-yi5':n->^ (:^H*m^) =lr370/.lT-r 
mia-C30^*-e2B*F^. 7*n';/^>i^*fi^oyio 7'n';/^>^t^. :/n>;/^>^' 

^fv^ju (i$^±?t) ^x.xi7.9y9'-Y'^\m(ji\7^7^\^tz^ ^yyy^ c 

y-f /-^^>'^^«<^^«Ji») PBS-eiO'f&lc^flL/i:/n y jn-;;?. ^rfflV^Tl 
00~8001tt'^mL/^o X^>'i5^-Ktit±, Bolheal {WMM^ Mm^^^OV A f^W ^ 

PBStr-lmg/mUC^mL/Co ) =^^J->'7';1' IWI C^^t^tlOOng/ml- 1 ng/mllC^^L 

m>%^fz. m,^WT%.. (0.05% Tween-20/PBS ) 390;/ HlT4l5It5fe^*trV2, 

^v^-C. •g->^;v^&5g^t^fflv>/cv#T£ (PBST'10l&lC«L7^^yn«y^^-X) -^'S^^i^ 

OulT^^^V. 37'CT'm^^RjS$-€:/Co ^lD^Tm> (0.05% Tween-20/PBS) 

SQOuUZXmm'^inof^o -fl-feti. TMB Substrate Kit (Kirkegaard&Perry Laborato 
ries lnc.) 100/z 1*77^7^ U BfBfft?30^«^em^ l ^^^ggm 100;/ l-CRfS^^i L 
/Co kjS'l*JL=f^30^mi^li, -fU-Y^J-r- i^U^^y-r^U::^) .{ZX. 450nm-65 

ili*^To/Co 10% d-FCS. 0.5 mg/ml G418^^<^. ^p^6<j{CMTXia^=S:±lf /iYMM^Afet'^ 
m.'k^mL 24 well T'V- h 1*5x10* cells / 0.5ml / welU^TMU. 3~4B-»t-% 
m^'i^V^J:i!>'h37X:. 5%C02^«^St?^«^^lt^-i:-t?^«^=Sr^v>. l^a^<75MTX 

0-4 5;/g/ml«^)^^S: (m^='>7;vyi:: 

^hK. -?-OJ:^;fcmSlx.7^7'Uy^>']^^^fla<^i5'T^-->'^^^T^^-° 10% d-FCS 
=^^tfYMM^^tc»^^^L, gewellT'l— bt::iW200//l/well-ro»a-tJ^.i:2^ 

U -:^^#L3t^«±m^<^]S&S=&P'^^^-^- ~56.8;/g/mH-^-r^^a->£ 
mhfttZo ^(Dtp<D—o(D^r3->m02-2A-A^lO% d-FCS, 0. 5mg/ml G418, 100 nM m 
t^iymummzmm^m^L. e v/eUfV-VKZxlO^ cells/2ml/well-t?»aU. 4 Q 
mo^m^n^^. ^^j^M^x^^-f :/Vy<5-*><^S=S:ELISASl-TillI^LfcfcC^. 103.3 
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[0 0 4 6] 

0;/g/mlJ':i±<^m^fi=£r^L/c^^n->'CH002-24-4'Sr. PBSfrCT 2 P^^^s ^ U^Iaf:^^ 
* (CHO-S-SFMII. IS CH0-V{i4ftJfiL?t*&«b. 10%d-FCS/YMMfillia.?t^:Hfe) K^ftmmmL 
. 10^ eel Is/ml-e 2 ml/well of 6well T'V-h-Cltat. ASm^m^tr^^^ ^hfifz 

c^ltm, ^UC^-rJ:^t-> 1x10' cells ^/c 0 <^>7 ^ ^ 'J / ^^S^tgti. Skm^m ( 

m&t^tmf'^^^t-dm'^iT^fzo :i(D^tit. ~m^^j:-^^m^m<om^i-2xio^ ceiis 

/mmmm-^mx-^^<OX-. ^m^^^^mtH^^ #mt#tr440~1520//g/mim-t(^7 

[0 0 4 7] 
[^11 







M^M (^giTlsiO^ cells) 


low-rcsmwiM 




2.0 


CHO-S-SFMII 


GIECO 


4.4 


IBOHD-V 




7.6 



^hK. i (?5CH0-S-SFMII*&Abt?*i5i L fc:CH002-24-4jHBl!a =Sr . 1^ C < CHO-S-SFMII^^fe 
L/w5fc^M«ftjfB.fl|:^Sfel00mUcl.6xl05cells/ml-t^ffiaL> technettmo:^ t?>•:^- 
7 7 ^ 3 Srffl Wcl^J 2 ®^<D^M:^«(I5]^^45rpm) X-272.7 fi g/ml ^: ^ ^^fi^Sr^t^ L 

JliL»^^t?~#tj270//g/mlc7)K^fi'^it^L, CtL^-^lC^V^^tSS^^-e^-SC: t7&«7F 

5 ] 

10 0 4 9] 

/"(^ J.U ^ y( )V ^kcWV (Autographa California nuclear polyhedorosis virus : Invi 
trogeni l)J^A)S*<7).>>f ;^>^.^^(2xl0^pf/ml):5-?>y^x:^-•bmS. "7 

'j^''m^j:mmsiteiM^fzi><D^5'm. 3'm<D2:^i%^L (IB^m-^lO. 1 1) . Advant 
age HF-2 PGR Kit(BD Bioscience) tfflV^TFCRJSJSSr^TofCo ?CRmm<0'^'< Xtigt^OP 
S5^i^^(D-^>( Xt—W[.\^X\^^fzfzisb^ Cfi^T:k^u-=.y^ (Invitrogen) LfZo #"0 
fitzzfy:^^ Klcov^T. •€-(7)i^^iB^iJ<^^5e^ABI PRISM310 Genetic Analyzer (PE/n' 
^;^vy?.xAX) =S:ffiv>-C^T-3:^c^:^. :S:ilc(Friesen PD, Miller LK., J Virol. 61(7): 
2264-72. 1987) (^) Ifi^j i: |W| CfE^J o yi:pP35^fe^ ^ n - > (gB^J#-^ 1 2 ) tt 

tZo 

[0 0 5 0] 

y-y>'^l&^LTV^<S^8atcP35itis^«rSAi-*/wi6tc, ^-f^^^^ 
LTpuromycin»ttil^S^«r^>of.:^^^-'lr«^Ufeo 23#B<^-fe U > «-T;V 
^-:^JC^mLfs:^^DHFll*#o^|&ay7^$ KpCA(K}-Sl mdhfr (WO 03/004641) <^Sa 
pi, NotI-9-^ VmKBaMll^-( V ^WX-T ^fztbK^ GGC CGC GGA TCC GCT CTT CCRXfkGC 
GGA AGA G(Xi GAT CCG C<^ 2 00 ij > * -i^^L. U > * - 7 -< a > «:^tV^ pC 

AGGM5=^#^L^Co ^hiZ^ pCAG(M5<^BainHIf^'fb5rffv^ T4 DNA# U ;^ 7 - 4f J: ^ 5fe^ 

tiiSE#2 004-3106065 
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mXLfZo ^(D-fyT.X Y(DVa.ol^^ hCpPGKPuro (Watanabe. S. . Kai. N., Yasuda, M 
.. Kohmura. N.. Sanbo. M. . Mishina, M.. and Yagi, T. (1995). ) <7)puromycin»14^ 
^s^«r^tfSalI»fJt=S:»AL-rpCAGGMP5-NotI*S^L/^o ^IC^OT^^^^ 5 Yi}-hf:m 
HFR (mdhfr) ia{5i^=^^tfSalI-NotI8lf>t«r^^ > tCpCAGGDN5-NotIODHFRitfe^-=S: 
•^tfSan-NotI|lfM-^#ALTpCAGGDP5-NotI*«^L/Co pCAGGDP5-NotIc^SalI-^-f h I'P 

z^i;u-=.yir\^fz?zmiii^<DTtiomh^mx\^. ge^KT^pCAGGops-pss (02) =£r^^ 
[0 0 5 1 1 

(P35at{5i^?^®^m«aji&) _ 

%mm 4 -t?«^ U/cP35f&m"/7>^ 5 KpCAGGDP5-p35=S:fflV^T^:i.Tlw5&-<*:;^fel- ^ > 

12wel 1 V - M' 1-0. 5 X 10^ eel 1 s/ml/we 1 1 (^^ajSa^-S t:CHO-S-SFMII^^ (GIBCO-BRL) 
^fflv^MaL/to U *°V-A^.5^K«i^ai-e*;5> V'J^^^c^' hT5 ^2000 (-f^tfhn 
>-) v^T. * <b C*P35|§m7'9 ;^ ^ KpCAGGDPS-pSS'SrPvuI-C'm'fk • mkit L 
T^V>7t^><^4r^XDNAt LT. >T5 ^-20000^0 > 3-;H3=eev^ h -7 

7ii^->3 V^fi^o/Co 37*C. 5%C02^«OTT— ^^«L/v:m. M^^^Sfei: L-C4// g/ml 
puromycin (BD Bioscience) ^-grtfCHO-S-SFMII^flfet^^mL/Co 3 ~ 4 a«t':^Sfe«r^ 

o 

[0 0 5 21 

L f^P35ilfS^cO^^ =^ p-^ * H . ^x/iP35af5^^5i^S^^#<75-o X- 'i) 
P9GDaJ3at-^om*^t?*'2.2-24-4m*CH0-S-SFMII^ifcl00mUC|tl.0xl05cells/mlT?» 
mL. technettm<^>«. 7 3 =^fflv>fe*5j 2 jlF^O#3S^«(llIie^5rpm) «:^f 

WLizmm^'M-^'?9Qdmm:A^2. 2x10^ cel Is/ml . 2-24-mm^7. 2x10^ cells/ml t ^ 3 l^it 

inL-cv^/co tfz. ?9Gmmi!)^so%^^mizm-r^<oi)n-24-4mm^it-<3Bm<^j:-^fz 

o i^:^i:LT. :^«15a g<^m^#{is P9GDJfflfl&**365.2;/g/mUr*t L2-24-4«aflai±162,7 
;/g/mli:&>5i^2.2#l^iit)nUyi:o ^e>^^^ CHO-S-SFMII^^fe^^t L^«^^=Sr5S^bL 

mx-imtA,i^mTl)mi!)-<^fzii\ :S:*;m^JK-CiiP9GD^a<^2.5xl0^cells/mUC^:^L. 2 
-24-4aJ!&7i>^9.4xl05cells/mli:^2.6^§lclijjnLrv^fCo ^hK. i#^15B 'e<^S^«t^ 
ov^T P9GDiajja35«463. 7// g/ml ic*t L2-24-4jiffl|jati295. 6// g/ml Jfe «) 6>f&lwiiin 

[0 0 5 3] 

P9GDiBJiao o - - > =Sr^f o Tto CHO-S-SFMII^^**^ t L/cac^MilJflLft^^feJ^ 
fflBI ^mmL. 96wel tC50li/200;z 1/wel 11* ac:a:T'^'n-->^5^=SrfT 

o/co #(btt^ci5'D->P9GD-10CtCOV^T, P9GD^Ba t |W|1»t'CH0-S-SF¥II:^Afe^^* 

PJii^aiia^El' < > :^«13a ■e(7)MifeS::d«631. 5/. g/ml i: ^Sr «9 . 2-24-4 
mo239.8/zg/mUcMLT*t2.6f§t:Hi*nL/c (^5) o 

t h?35<D^T ^ h - < . P35<^ o ^5^ V/'?^}' «^'g-^li^'f^ffi i o T 

m^A^mizLfzt^^hfLfzo mm^m^'r^fzi(><7)^^<Dmr-i^^f^^^i-^^^ 

Mi::*n'i>tLTv^:^c-7'f y '>'><^ft:^i^^4*i*tJl5/zg/ml-C2bo/v:)&«. ij 
?35m^l-^mXLfzm^> ^ t^:^-^«^'<;^-C631.5/£ g/ml i: •) > m2f§om^»ii 

m^Mii'^fzh^fifzo tfz. P35Am^mx<om^ttj:ofz2-2A-4mm(Dm^mj:y ^ 

y; y y>]g^|g^J**440~1520;zg/mim±i:«l^$tl'-CV>;g,<7)T% P35itfe^^:6>'5$X$ tt 
fzm^ iZkim. 6-2. em<0^m^^^ ^ ti)-h. m^tf#T-^704~3952//g/ml<O^^fi*J 

tiJiE# 2004-3106065 
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(0 0 5 41 

a:.?!7i; y{±Echis carinatusi »9 tL^^: (T. Morita^: J. Biochem. 83. 559- 
570, 1978) !ls6#ajft<^7'nT-7--fe*t?. :/n h n > tf^ =Sr#^fi<jtcfStt'fbi-^ ^ 1 55^^- 
PjtL-CV^-So .lOJ^^'J >cDNA^|&^$-^/cSP2/0-7'>>?.^ j^n-vM (#M2001-2069 

18) {lP35itfs^'S:«AL. -?-0^*«:P-^:^^o 

>'llfeSP2/0m=^<t*PLfci?';v^-y 3PBS (-) -^m^'^'^fztk. PBS ( 
-) 0.8 mUCJifiL/ilO^'fSom^Electroporationffl^A^-;' h (m^iIiiO.4 cm. BIO- 
RADttM) tcAtLfCo ltr^<^^WbL/cP35sl<Ei=-|&^y7>?.5 K40 g^r Jflx. hT- 
m^LTto Gene Pulsar II (BIO-RADl±m) 0.22 kv, 975 ;uFT'lIl]^-«;v;^ «:Jnx. 

h4-5!lc±10:9-PBlJ^*PL7tf^> m«?iK=£rlO%'i7vMJliLft (FCS) ^^tf 
5^m-^^MEMT;V7T^Ml-C*tl5,000l@/50 1 i: i ^ tC#f^L> 96.7f/W- h 5*5Ct'50 
//1/well-foJiaL. 35t:. 3%C02^«M-e-^Jt«L7^Co SB10%FCS=S:'^tfMEMT;i' 
7TJt^=£r50 l/weimSDL^^Pjl-— ^^*L/io ^H8;u g/ml<^Puromycin35:l>*10%FCS 
=£"^trMEMT;V7r^*SrlOO l/weimiP Lj^wo 100 ~14B m31L/i?^K 
fe|^#:*welltttw^^tlM^fi^ofCo :S'^)^^*<^]^>i^o^c2oOwell<^». P35-44 
, P35-67^10%FCS=Sr-^tfMEMT;V7 7^:ftfe-Cshake flask (30mi;^^-;V. JOOOHl^/ 

min) =tfirv>. P35jtis^*A1tfOm t jg^i^Jt^Lfco -e<^^:^=S:I21 6 l;i7p-ro 1 1 

Ti-^M[fi]=Sr^L/Co U;0-L. m^SlCov^Tfi. ^Attr^B&<^5.96U/mlH*t LTP35-44 
«7&n2.8U/mK P35-67m75^18.8U/inl t2.1~3.2l§04i?^?*:^^7isLfCo ^J^. 
/N'i^ i n ^ ;V>?.P35ti T h - v>«.^$U^:^ ?r^$^v^>5r_;^-e^) ^^iiStfFffl ^ti^ b 

/Co 

[0 0 5 5] 

(ffl.^x.^VIIlH^ll^iBBa^OP35itfSi=-*A) 

||VIIIH^^t±M^@F«3H^l::||#L. iE'tO±jflLli«=Srlt#-t-'&/ci6lc«M*il@H 
o i(^^VIII@^cDNAS^^*l&lti-*BHK2lMtCP35itlE^-«r^AL. P35a^T-<^^ 

^VIIIH^=-it<K^^li. J. Gitschier^<^:S:i^ (Nature, 312, 326. 1984) (DmBM-W^ 
^JlctJfeV>> Human Liver cDNA (BD Bioscience) ^^MtLT. ^7 'f t LTiB^J 
#■^1 4 is J: 0^1 5 ^ffiv>. Advantage-GC2 Polymerase Mix(BD Bioscience) =grfflv^-CPCR 
>SJS=^^To7t„ PCRg!i7«0^m:^^SB^J5&^:fi:m@»)"^**^<^ ^:^5S^^^/^^- Wfi^JlcXho 
ItSalltr^lffL, pCAGG-Sl dhfr neo (WO 03/004641) OSall^f-f h tcjf A UT^VIIIH 
^^^^^^^-*«^L^o BHK21jfflJiaiw^VIIIH^aHS^II^7'^;^5 K*^*&^f!l7 fc 

h7^;5^7ii^i>3>- MS:nmmm<7)i'^m^-o /vTo :^:«&{ilO%3iJW^FBS«r 
'g-tfEX-CELL325:^%(JRH)*fflv>, M^t* ^5^-:?'''^-^ v' 3 >'(G418> MTX 0.5//M. MTX 0. 

S!llCEX-CELL325^ffiv>. 0. 5;/M<^MTXiftap;&^e>$&*> ^PgfltJt-tfrXiift*?! §±tf . S«l-e<J 
tCJ4lO//M MTXifcgC-C'|5j54&i::m^*5&*T-;'yLfs:^VIIIH?-]6^»Sr#/Co itLib<^^ 

[0 0 5 6] 

i(^KMT«fl8&JC. ||J&^6f^L/c:J^i*tCj: •jP35it^^fim-/^^^ K^SAL/Co pC 
AGGDP5-P35 *PvuI"^^»f^. Lipofectamine 2000 (Invitrogen) frfflV^TSA L/Co 
l^mtLX Puromycin?r'i-trEX-CELL325?:fflv^ 12 well platel^T^^^rff o /Co #^ 
tL/c^^S^^iBJia^^m^^'^^^-^-CSiat (Ixl0e5/ml/well of 24 plate) . 3 B S 
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% 


mU/lOeB 




KMT 


92.4 


21.8 


1.0 


KMTP-l 


90.2 


95.0 


4.4 


KMTP-2 


94.1 


64.1 


2.9 


KMTP-7 


90.8 


66.4 


3.0 


KMTP-9 


96.5 


55.2 


2.5 


KMTP-10 


srr.2 


52.2 


2.4 
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SEQUENCE LISTING 

<110> JURIDICAL FOUNDATION THE CHEMO-SERO-THERAPEUTIC RESEARCH = 
INSTITUTE 

<120> Transfomed cell, method for producing same and method for = 
producing high yield protein using said transformant 

<130> 2003YS1024 
<160> 16 

<170> Patentin version 3. 1 

<210> 1 

<211> 45 

<212> DNA 

<213> Human 

<400> 1 

ccccaagctt gtcgacgcca ccatgttttc catgaggatc gtctg *o 



<210> 2 
<211> 60 
<212> DNA 
<213> Human 

<400> 2 ^ af\ 

ccatcgatgg atccgtcgac ttactagggg gacagggaag gcttccccaa aggagaagtg w 



<210> 3 

<211> 60 

<212> DNA 

<213> Human 



<400> 3 ^ . 

ccccaagctt gtcgacgcca ccatgaaaca tctattattg ctactattgt gtgtttttct 



60 



<210> 4 

<211> 60 

<212> DNA 

<213> Human 



<400> 4 .... 
cggaattctg atcagtcgac ttactattgc tgtgggaaga agggcctgat cttcatactc 



60 

mSE# 2004-3106065 
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<210> 5 
<211> 56 
<212> DNA 
<213> Human 

<400> 5 ^ . . 

ccccaagctt gtcgacgcca ccatgagttg gtccttgcac ccccggaatt taattc 



<210> 6 
<211> 51 
<212> DNA 
<213> Human 

<400> 6 _ ^ 

cggaattcgg atccgtcgac ttattaaacg tctccagcct gtttggctcc c 



56 



51 



<210> 7 
<211> 1980 
<212> DNA 
<213> Human 

ccccaagitt gtcgacgcca ccatgttttc catgaggatc gtctgcctgg tcctaagtgt 60 

ggtgggcaca gcatggactg cagatagtgg tgaaggtgac tttctagctg aaggaggagg 120 

cgtgcgtggc ccaagggttg tggaaagaca tcaatctgcc tgcaaagatt cagactggcc 180 

cttctgctct gatgaagact ggaactacaa atgcccttct ggctgcagga tgaaagggtt 

gattgatgaa gtcaatcaag attttacaaa cagaataaat aagctcaaaa attcactatt 

tgaatatcag aagaacaata aggattctca ttcgttgacc actaatataa tggaaatttt 

gagaggcgat ttttcctcag ccaataaccg tgataatacc tacaaccgag tgtcagagga 

tctgagaagc agaattgaag tcctgaagcg caaagtcata gaaaaagtac agcatatcca 

gcttctgcag aaaaatgtta gagctcagtt ggttgatatg aaacgactgg aggtggacat 540 

tgatattaag atccgatctt gtcgagggtc atgcagtagg gctttagctc gtgaagtaga 600 

tctgaaggac tatgaagatc agcagaagca acttgaacag gtcattgcca aagacttact 660 

tccctctaga gataggcaac acttaccact gataaaaatg aaaccagttc cagacttggt 720 

tcccggaaat tttaagagcc agcttcagaa ggtaccccca gagtggaagg cattaacaga 780 
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240 
300 
360 
420 
480 



mm 2004-096216 



3/ 



catgccgcag atgagaatgg agttagagag acctggtgga aatgagatta ctcgaggagg 840 

ctccacctct tatggaaccg gatcagagac ggaaagcccc aggaacccta gcagtgctgg 900 

aagctggaac tctgggagct ctggacctgg aagtactgga aaccgaaacc ctgggagctc 960 

tgggactgga gggactgcaa cctggaaacc tgggagctct ggacctggaa gtactggaag 1020 

ctggaactct gggagctctg gaactggaag tactggaaac caaaaccctg ggagccctag 1080 

acctggtagt accggaacct ggaatcctgg cagctctgaa cgcggaagtg ctgggcactg 1140 

gacctctgag agctctgtat ctggtagtac tggacaatgg cactctgaat ctggaagttt 1200 

taggccagat agcccaggct ctgggaacgc gaggcctaac aacccagact ggggcacatt 1260 

tgaagaggtg tcaggaaatg taagtccagg gacaaggaga gagtaccaca cagaaaaact 1320 

ggtcacttct aaaggagata aagagctcag gactggtaaa gagaaggtca cctctggtag 1380 

cacaaccacc acgcgtcgtt catgctctaa aaccgttact aagactgtta ttggtcctga 1440 

tggtcacaaa gaagttacca aagaagtggt gacctccgaa gatggttctg actgtcccga 1500 

ggcaatggat ttaggcacat tgtctggcat aggtactctg gatgggttcc gccataggca 1560 

ccctgatgaa gctgccttct tcgacactgc ctcaactgga aaaacattcc caggtttctt 1620 

ctcacctatg ttaggagagt ttgtcagtga gactgagtct aggggctcag aatctggcat 1680 

cttcacaaat acaaaggaat ccagttctca tcaccctggg atagctgaat tcccttcccg 1740 

tggtaaatct tcaagttaca gcaaacaatt tactagtagc acgagttaca acagaggaga - 1800 

ctccacattt gaaagcaaga gctataaaat ggcagatgag gccggaagtg aagccgatca 1860 

tgaaggaaca catagcacca agagaggcca tgctaaatct cgccctgtca gaggtatcca 1920 

cacttctcct ttggggaagc cttccctgtc cccctagtaa gtcgacggat ccatcgatgg 1980 



<210> 8 

<211> 1479 

<212> DNA 

<213> Human 



<400> 8 

ccccaagctt gtcgacgcca ccatgaaaca tctattattg ctactattgt gtgtttttct 



60 

t±iiE#2 004-3106065 
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agttaagtcc caaggtgtca acgacaatga ggagggtttc ttcagtgccc gtggtcatcg 120 

accccttgac aagaagagag aagaggctcc cagcctgagg cctgccccac cgcccatcag 180 

tggaggtggc tatcgggctc gtccagccaa agcagctgcc actcaaaaga aagtagaaag 240 

aaaagcccct gatgctggag gctgtcttca cgctgaccca gacctggggg tgttgtgtcc 300 

tacaggatgt cagttgcaag aggctttgct acaacaggaa aggccaatca gaaatagtgt 360 

tgatgagtta aataacaatg tggaagctgt ttcccagacc tcctcttctt cctttcagta 420 

catgtatttg ctgaaagacc tgtggcaaaa gaggcagaag caagtaaaag ataatgaaaa 480 

tgtagtcaat gagtactcct cagaactgga aaagcaccaa ttatatatag atgagactgt 540 

gaatagcaat atcccaacta accttcgtgt gcttcgttca atcctggaaa acctgagaag 600 

caaaatacaa aagttagaat ctgatgtctc agctcaaatg gaatattgtc gcaccccatg 660 

cactgtcagt tgcaatattc ctgtggtgtc tggcaaagaa tgtgaggaaa ttatcaggaa 720 

aggaggtgaa acatctgaaa tgtatctcat tcaacctgac agttctgtca aaccgtatag 780 
agtatactgt gacatgaata cagaaaatgg aggatggaca gtgattcaga accgtcaaga 840 
cggtagtgtt gactttggca ggaaatggga tccatataaa cagggatttg gaaatgttgc 900 
aaccaacaca gatgggaaga attactgtgg cctaccaggt gaatattggc ttggaaatga 960 

taaaattagc cagcttacca ggatgggacc cacagaactt ttgatagaaa tggaggactg 1020 

gaaaggagac aaagtaaagg ctcactatgg aggattcact gtacagaatg aagccaacaa 1080 

ataccagatc tcagtgaaca aatacagagg aacagccggt aatgccctca tggatggagc 1140 
atctcagctg atgggagaaa acaggaccat gaccattcac aacggcatgt tcttcagcac 1200 
gtatgacaga gacaatgacg gctggttaac atcagatccc agaaaacagt gttctaaaga 1260 
agacggtggt ggatggtggt ataatagatg tcatgcagcc aatccaaacg gcagatacta 1320 
ctggggtgga cagtacacct gggacatggc aaagcatggc acagatgatg gtgtagtatg 1380 
gatgaattgg aaggggtcat ggtactcaat gaggaagatg agtatgaaga tcaggccctt 1440 
cttcccacag caatagtaag tcgactgatc agaattccg 1^79 



<210> 9 
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<211> 1359 
<212> DNA 
<213> Human 

<400> 9 

ccccaagctt gtcgacgcca ccatgagttg gtccttgcac ccccggaatt taattctcta 
cttctatgct cttttatttc tctcttcaac atgtgtagca tatgttgcta ccagagacaa 
ctgctgcatc ttagatgaaa gattcggtag ttattgtcca actacctgtg gcattgcaga 
tttcctgtct acttatcaaa ccaaagtaga caaggatcta cagtctttgg aagacatctt 
acatcaagtt gaaaacaaaa catcagaagt caaacagctg ataaaagcaa tccaactcac 
ttataatcct gatgaatcat caaaaccaaa tatgatagac gctgctactt tgaagtccag 
gaaaatgtta gaagaaatta tgaaatatga agcatcgatt ttaacacatg actcaagtat 420 
tcg^tatttg caggaaatat ataattcaaa taatcaaaag attgttaacc tgaaagagaa 480 



60 
120 
180 
240 
300 
360 



600 
660 



840 
900 
960 



ggtagcccag cttgaagcac agtgccagga accttgcaaa gacacggtgc aaatccatga 540 

tatcactggg aaagattgtc aagacattgc caataaggga gctaaacaga gcgggcttta 

ctttattaaa cctctgaaag ctaaccagca attcttagtc tactgtgaaa tcgatgggtc 

tggaaatgga tggactgtgt ttcagaagag acttgatggc agtgtagatt tcaagaaaaa 720 

ctggattcaa tataaagaag gatttggaca tctgtctcct actggcacaa cagaattttg 780 

gctgggaaat gagaagattc atttgataag cacacagtct gccatcccat atgcattaag 

agtggaactg gaagactgga at^cagaac cagtactgca gactatgcca tgttcaaggt 

gggacctgaa gctgacaagt accgcctaac atatgcctac ttcgctggtg gggatgctgg 

agatgccttt gatggctttg attttggcga tgatcctagt gacaagtttt tcacatccca 1020 

taatggcatg cagttcagta cctgggacaa tgacaatgat aagtttgaag gcaactgtgc 1080 

tgaacaggat ggatctggtt ggtggatgaa caagtgtcac gctggccatc tcaatggagt 1140 

ttattaccaa ggtggcactt actcaaaagc atctactcct aatggttatg ataatggcat 1200 

tatttgggcc actt^aaaa cccggtggta ttccatgaag aaaaccacta tgaagataat 1260 

cccattcaac agactcacaa ttggagaagg acagcaacac cacctggggg gagccaaaca 1320 

ggctggagac gtttaataag tcgacggatc cgaattccg 1359 
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<210> 10 

<211> 60 

<212> DNA 

<213> Baculovirus 

^^GAGG AATICGCCAC CAmCTGTA ATnTTCCGG TAGAAATCGA CGTGTCaAG 

<210> 11 

<211> 54 

<212> DNA 

<213> Baculovirus 

CCGCTCGAGG AATTCTACTC GTAAAGCCAG TTCAATnTA AAAACAAATG ACAT 



<210> 12 
<211> 1035 
<212> DNA 
<213> Baculovirus 

CCGCTCGAGG AATTCGCCAC CkTGTG^k ATnTTCCGG TAGAAATCGA CGTGTCCCAG 60 
ACGATTATTC GAGATKH'CA GCTGGACAAA CAAACCAGAG AGTTGGTCTA CATTAACAAG 120 
ATTATCAACA CGCAATTCAC AAAACCCGTT CTCATGATGT TTAACATTTC GGGTCCTATA 180 
CGAAGCGITA CGCGCAAGAA CAACAATTTG CGCGACAGAA TAAAATCAAA AGTCGATGAA 240 
CAATTTGATC AACTAGAACG CGATTACAGC GATCAAATGG ATGGATTCCA CGATAGCATC 300 
AACTATTITA AAGATGAACA CTATTCGGTA AGTTGCCAAA ATGGCAGCGT GTTGAAAAGC 360 

AAerrrecTA aaattttaaa gagtcatgat tataccgata aaaagtctat tgaagcttac 420 

GAGAAATACT CTTTCCCCAA ATTCGTCGAC GAACGCAACG ACTACTACGT GGCGGTATGC 480 
(nXHTGAAGC CGGGATTTCA GAACGGCAGC AACCAAGTGC TATCTTTCGA CTACAACCCG 540 
ATIGCTAACA AA(nTATK?r GCCGITTGCT CACGAAATTA ACGACACGGG ACTTTACGAG 600 
TACGACCTCG TAGCTTACGT GGACAGTGTG CAGTTTGATG GCGAACAATT TGAAGAGITT 660 
GTCCAGACTT TAATATTCa GTCGrcGITC AAAAATTCGG AAAAGGTHT ATATTACAAC 720 
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GMGCGTCGA AkkkCfMkG CATCATCTAC AAGGCnTAG AGTITACTAC AGAATCGAGC 780 
TGGGGCAAAT CCGAAAAGTA TAATTGGAAA AmTITGrA ACGGmTAT TTATGATAAA 840 
AAATCAAAAG TCTTCTATCT TAAATTGCAC AATGTAACTA GTGCACTCAA CAAAAATGTA 900 
ATATTAAACA CAATTAAATA AATGITAAAA nTATTGCCT AATATTATIT TGTCATTGCT 960 
TGTCATITAT TAATITGGAT GATXJTCATTr GnTTTAAAA TTGAACTGGC TTTACGAGTA 1020 
GAATTCCTCG AGCGG 1035 

<210> 13 
<211> 1863 
<212> DNA 

<213> Echis carinatus 

Crc^GATCA TCCAGATTCT CTOGrAATT ATATGCTTAG CAGTmTCC ATATCAAGGT 60 
TGCrCTATAA TCCTGGGATC TGGGAATGTT AATGATTATG AAGTAGTGTA TCCACAAAAA 120 
GTCACTCCAT TGCCCAAAGG AGCAGTTCAG CAGCCTGAGC AAAAGTATGA AGATGCCATG 180 
CAATATGAAT TTCAAGrGAA GGGAGAGCCA GTGGTCCTTC ACCTAGAAAA AAATAAAGAA 240 
CTrmrCAG AAGATTACAG TCAGACTCAT TATTCGTCTG ATGACAGAGA AATTACAACA 300 
AACCCTTCAG TTGAGGATCA CTGCTATTAT CATGGACGGA TCCAGAATGA TGCTGAGTCA 360 
ACTGCAAGCA TCAGTCCATC CAATCGTTTG AAAGGACATT TCAAGCTTCG AGGGGAGACG 420 
TACTTTATrc AACCCTTCAA GATTCCCGAC AGTGAAGCCC AiaAGTCTA CAAATATGAA 480 
AACATAGAAA AmGGATGA AGCCCCCAAA ATGTGTGGGG TAACCCAGGA TAATTGGGAA 540 
•rcAGA-TCAAC CCATCAAAAA GACnTGGGG TTAATTGTTC CTCCTCATGA ACGAAAATIT 600 
GAGAAAAAAT TCATTGAGCT TXn^GTAGTT GTGGACCACA GTATGGTCAC AAAATACAAC 660 
AATCATTCAA CTCCTATAAG AACATCGATA TATGAAATGC TCAACACTGT AAATGAGATA 720 
TAOTACCTT TCAATATTCG TUAGCACTG GTTGGCCTAG AATnTGGTG CAATGGAGAC 780 
TTGATTAACG TGACATCCAC AGCAGATGAT ACTITGCACT CATITGGAGA ATGGAGAGCA 840 
TCAGATTTCC TGAATCGAAA AAGACATGAT CATGCTCAGT TACTCACGAA CGTGACACTG 900 
GATCATTCCA CTCTTCGAAT CACGTrCGTA TATGGCATGT GCAAATCAGA TCGTTCTGrA 960 
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GAACITATIC TCGATTACAG CAACATAACT TTTAATATGG CATATATAAT AGCCCATGAG 1020 
ATGGGTCATA CTCTCGGCAT GTTACATGAC ACAAAATTCT GTACTTGTGG GGCTAAACCA 1080 
TGCATTATCT TTCGCAAAGA AAGCATTCCA CCGCCCAAAG AATTCAGGAG TTGTAGTTAT 1140 
GACCACTATA ACAAGTATCr TCTTAAATAT AACCCAAAAT GCATTCTTGA TCCACCTITG 1200 
AGAAAAGATA TTGCrTCACC TCCAGTITGT GGAAATGAAA TTTGGGAGGA AGGAGAAGAA 1260 
TOTATTCTG GITCTCCrGC AGATTGrCGA AATCCATGCT GTGATGCTGC AACATGTAAA 1320 
CTGAAACCAG GGGCAGAATG TGGAAATGGA GAGTGrTCTG ACAAGTGCAA GATTAGGAAA 1380 
GCAGGAAGAG AATGCCGGCC AGCAAGGGAT GACTGTGATG TCGCTGAACA CTGCACTGGC 1440 
CAATCTGCIG AGrGTCCCAG AAATGAGTTC CAAAGGAATG GACAACCATG CCTTAACAAC 1500 
TCGGGITATr GCTACAATCG GGATTGCCCC ATCATGTTAA ACCAATGTAT TGCTCTCTIT 1560 
AGTCCAAGTC CAACTCTGGC TCAAGATTCA TGITTTCAGA GGAACTTGCA AGGCAGTTAC 1620 
TATGGCTACr GCACAAAGGA AATTCGTTAC TATGGTAAAA GGTITCCATG TGCACCACAA 1680 
GATGTAAAAT GTGGCAGATT ATACTGCTTA GATAATTCAT TCAAAAAAAA TATGCGTTGC 1740 
AAGAACGACr ATTCATACGC GGATCAAAAT AAGGGAATAG TTGAACCTGG AACAAAATGT 1800 
GAAGATGGAA AGGTCTCCAT CAACAGGAAG TGTGITGATG TGAATACAGC CTACTAACTC 1860 

GAG 1863 

<210> 14 

<211> 36 

<212> DNA 

<213> Human 

<400> 14 

ATCACTCGAGGCCACCATGCAAATAGAGCTCTCCAC 36 

. <210> 15 

<211> 39 

<212> DNA 

<213> Human 

<400> 15 

GGAGGrcGACTCAGrAGAGGTCCTGTGCCTCGCAGCCCA 39 

<210> 16 
<211> 7082 

tiiiE# 2004-3106065 
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<212> DNA 
<213> Human 



ImCTCGAG GCCACCATCC AAATAGAGCT CTCCACCTGC TKriTrCTCT GCCTITOCG 60 
ATTCTCCnT AGrGCCACCA GAAGATACTA CCTGGGTGCA GTGGAACTGT CATGGGACTA 120 
TATGCAAACT GATCTCG(?rc AGCTGCCTCT GGAGGCAAGA nTCCTCCTA GAGTGCCAAA 180 
AlUmrCCA TTCAACACCT CAOTCCmJTA CAAAAAGACT CTGnTGTAG AATTCACGGA 240 

TCACcrrrrc aacatcgcta agccaaggcc accctggatg ggtctgctag gtcctaccat soo 

CCAGGCTGAG GTITATGATA CAOrGGTCAT TACACTTAAG AACATGGCTT CCCATCCTGT 360 
CAGTCTTCAT GCTOTGGTG TATCCTACTG GAAAGCTTCT GAGGGAGCTG AATATGATGA 420 
TCAGACCACT CAAAGGGAGA AAGAAGATGA TAAAGTCTTC CCTGGTGGAA GCCATACATA 480 
TGTCTGGCAG GTCCTGAAAG AGAATGGTCC AATGGCCTCT GACCCACTGT GCCTTACCTA 540 
CTCATATCrr TCTCATGTCG ACCTGGTAAA AGACTTGAAT TCAGGCCTCA TTGGAGCCCT 600 
ACTAGTATCT AGAGAAGGGA GTCTGGCCAA GGAAAAGACA CAGACCTTGC ACAAATITAT 660 
ACTACrmT GCrcrATTTC AirnGGGAA AAGTTGGCAC TCAGAAACAA AGAACTCCTT 720 
GATGCAGGAT AGGGATGCTG CATCTGCTCG. GGCCTGGCCT AAAATGCACA CAGTCAATGG 780 
TTATCTAAAC AGGTCTCTtJC CAGGTCTCAT TGGATGCCAC AGGAAATCAG TCTATTGGCA 840 
TGmATTGGA ATCGGCACCA CTCCTGAAGT GCACTCAATA TTCCTCGAAG GTCACACATT 900 
TCmxnXiAGG AACCATCGCC AGGGGTCCTT GGAAATCTCG CCAATAACTT TCCTTACTGC 960 
TCAAACACrC TOATGGACC TTCGACAGTT TCTACTGTTT TCTCATATCT CTTCCCACCA 1020 
ACATGATGGC ATCGAAGCIT ATGTCAAAGT AGACAGCTGT CCAGAGGAAC CCCAACTACG 1080 
AATCAAAAAT AATGAAGAAG CGGAAGACTA TGATGATGAT CTTACTGATT CTGAAATGGA 1140 
TGTCGTCAGG TTTGATCATG ACAACTCTCC TTCCTITATC CAAATTCGCT CAGTrGCCAA 1200 
GAAGCATCCT AAAACTTCGG TACATTACAT TGCTGCTGAA GAGGAGGACT GGGACTATGC 1260 
TCCCITACm: CTCGCCCCCG ATGACAGAAG TTATAAAAGT CAATATITGA ACAATGGCCC 1320 
TCAGCGGATT GCTAGGAAGT ACAAAAAAGT CGGATTTATG GCATACAGAG ATGAAACCTT 1380 
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TAAGACrCCT GAAGCTATTC AGCAIXJAATC AGGAATCTTG GGACCTITAC TITATGGGGA 1440 
AOTGGAGAC ACACTCTTGA TTATATTTAA GAATCAAGCA AGCAGACCAT ATAACATCTA 1500 
CCCTCACGGA ATCACTCATG -rcCGTCCnT GTATTCAAGG AGATTACCAA AAGGTGTAAA 1560 
ACATTTGAAG GATTITCCAA TTCTGCCAGG AGAAATATTC AAATATAAAT GGACAGTGAC 1620 
TCTAGAAGAT GGGCCAACTA AATCAGATCC TCGGTGCCTG ACCCGCTATT ACTCTAGTIT 1680 
CGITAATATC GAGAGAGATC TAGCTTCAGG ACTCATTGGC CCTCTCCTCA TCTGCTACAA 1740 
AGAATCTGTA GATCAAAGAG GAAACCAGAT AATGTCAGAG AAGAGGAATG TCATCCTGTT 1800 
TrCTCTAnT GATGAGAACC GAAGCTGGTA CCTCACAGAG AATATACAAC GCTTTCTCCC 1860 
CAATCCAGCT GGAGTGCAGC TTGAGGATCC AGAGTTCCAA GCCTCCAACA TCATGCACAG 1920 
CATCAATCGC TATGmm ATAGTTTGCA GrTGTCAGTT TGITTGCATG AGGTGGCATA 1980 
CrGGTACATT CTAAGCATTG GAGCACAGAC TGACTTCCTT TCTGrCTTCT TCTCTGGATA 2040 
TACCTTCAAA CACAAAATGG TUTATCAAGA CACACTCACC CTATTCCCAT TCTCAGGAGA 2100 
AACraCTTC ATGTCGATGG AAAACCCAGG TCTATGGATT CTGGGGTGCC ACAACTCAGA 2160 
CITTCGGAAC AGAGGCATCA CCGCCTTACT GAAGGTTTCT AGTTGTGACA AGAACACTGG 2220 
TGATTATTAC GAGGACAGTT ATGAAGATAT TTCAGCATAC TTGCTGAGTA AAAACAATGC 2280 
CATTCAACCA AGAAGCTICT CCCAGAATTC AAGACACCCT AGCACTAGGC AAAAGCAATT 2340 
TAATGCCACC ACAATTCCAG AAAATGACAT AGAGAAGACT GACCCTTGGT TrGCACAGAG 2400 
AACACCTATG CCTAAAATAC AAAATCTCTC CTCTAGTGAT TTGTrGATGC TCTTGCGACA 2460 
GAGTCCTACr CCACATGGGC TATCCTTATC TGATCTCCAA GAAGCCAAAT ATGAGACTTT 2520 
TTCTGATCAT CCATCACCTG GAGCAATAGA CAGTAATAAC AGCCTGTCTG AAATGACACA 2580 
CrrrcAGGCCA CAGCTCCATC ACAGTGGGGA CATGGTATIT ACCCCTGAGT CAGGCCTCCA 2640 
ATTAAGATTA AATGAGAAAC TGGGGACAAC TGCAGCAACA GAGTTGAAGA AACTTCATTT 2700 
CAAAGirrCr AGTACATCAA ATAATCTGAT TTCAACAATT CCATCAGACA ATITGGCAGC 2760 
AGCTACTGAT AATACAAGIT CCTTAGGACC CCCAAGTATG CCAGTrCAIT ATGATAGTCA 2820 
ATTAGATAGG ACnCTATITG GCAAAAAGTC ATCTCCCCTT ACTGAGTCTG GTGGACCTCT 2880 
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GAGCTTCACT GAAGAAAATA ATCATTCAAA GTTGTTAGAA TCAGGTITAA TGAATAGCCA 2940 
AGAAAGITCA TGGGGAAAAA ATGTATCGTC AACAGAGAGT GGTAGGTTAT TTAAAGGGAA 3000 
AAGAGCTCAT GGACCTGCIT TCTTGACTAA AGATAATGCC TFATTCAAAG TTAGCATCTC 3060 
TTTGITAAAG ACAAACAAAA CITCCAATAA TTCAGCAACT AATAGAAAGA CTCACATTGA 3120 
TGGCCCATCA TTATTAATTC AGAATAGTCC ATCAGTCTGG CAAAATATAT TAGAAAGTGA 3180 
CACTGAGITr AAAAAAGTGA CACCTTTGAT TCATGACAGA ATGCTTATGG ACAAAAATGC 3240 
TACAGCTTTG AGGCTAAATC ATATCTCAAA TAAAACTACT TCATCAAAAA ACATGGAAAT 3300 
GCrcCAAGAG AAAAAAGAGG GCCCCAITCC ACCAGATGCA CAAAATCCAG ATATGrCGIT 3360 
CTITAAGATG CTATTCTTGC CAGAATCAGC AAGGTGGATA CAAAGGACTC ATGGAAAGAA 3420 
CTCTCTCAAC intJGGGAAG GCCCCAGTCC AAAGCAATTA GTATCCTTAG GACCAGAAAA 3480 
ATCTGTGGAA GGTCAGAATT TCTTCTrcTGA GAAAAACAAA GTGGTAGTAG GAAAGGGTGA 3540 
ATTTAGAAAG GACGTAGGAC TCAAAGAGAT GGTmTCGA AGCAGCAGAA ACCTATITCT 3600 
TACTAACTTG GATAATTTAC ATGAAAATAA TACACACAAT GAAGAAAAAA AAATTCAGGA 3660 
AGAAATAGAA AAGAAGGAAA CATTAATCCA AGAGAATGTA GTnTGCCTC AGATACATAC 3720 
AGrGACTGGC ACTAAGAATT TCATCAAGAA CCTTTTCITA CTGAGCACTA GGCAAAATGT 3780 
AGAAGGTOA TATGACGGGG CATATGCTCC AGTACTTCAA GATnTAGGT CATTAAATGA 3840 
TTCAACAAAT AGAACAAAGA AACACACAGC TCATTTCTCA AAAAAAGGGG AGGAAGAAAA 3900 
GITGGAAGGC TTCGGAAATC AAACCAAGCA AATTCTAGAG AAATATGCAT GCACCACAAG 3960 
GATATCTCCr AATACAAGCC AGCAGAATTT TGTCACGCAA CGTAGTAAGA GAGCTTTGAA 4020 
ACAATTCAGA CTCCCACTAG AAGAAACAGA ACTTGAAAAA AGGATAATTG TGGATGACAC 4080 
CrCAACCCAG TC{?rcCAAAA ACATGAAACA TTTGACCCCG AGCACCCTCA CACAGATAGA 4140 
CTACAA'TCAG AAGGAGAAAG GGGCCATTAC TCAGTCTCCC TTATCAGATT GCCTTACGAG 4200 
GAGTCATAGC ATCCCTCAAG CAAATAGATC TCCATTACCC ATTGCAAAGG TATCATCATT 4260 
TCCATCTATT AGACCTATAT ATCTGACCAG GGTCCTATTC CAAGACAACT CTTCTCATCT 4320 
TCCAGCAGCA inTATAGAA AGAAAGATTC TGGGGTCCAA GAAAGCAGTC ATnUITACA 4380 

mSE# 2004-3106065 



mm 2 0 0 4-0 9 6 2 1 6 V . iZ/ 

AGGAGCCAAA AAAAATAACC TTTCTTTAGC CATTCTAACC TTGGAGATGA CTGGTGATCA 4440 
AAGAGAGGTT GGCTCCCTGG GGACAAGTGC CACAAATTCA GTCACATACA AGAAAGTTGA 4500 
GAACACTCTT CTCCCGAAAC CAGACTTGCC CAAAACATCT GGCAAAGTTG AATTGCTTCC 4560 
AAAAGTTCAC ATTTATCAGA AGGACCTATT CCCTACGGAA ACTAGCAATG GGTCTCCTGG 4620 
CCATCTCGAT CTCGTCGAAG GGAGCCTTCT TCAGGGAACA GAGGGAGCGA TTAAGTGGAA 4680 
TGAAGCAAAC AGACCTCGAA AAGTTCCCTT TCTGAGAGTA GCAACAGAAA GCTCTGGAAA 4740 
GACTCCCrcC AAGCTATTCG ATCCTCTTGC TTGGGATAAC CACTATGGTA CTCAGATAGG 4800 
AAAAGAAGAG TGGAAATCCC AAGAGAAGTC ACCAGAAAAA ACAGCTTTTA AGAAAAAGGA 4860 
TACCATTTTC TCCCTGAACG CTTGTGAAAG CAATCATGCA ATAGCAGCAA TAAATGAGGG 4920 
ACAAAATAAG CCCGAAATAG AAGTCACCTG GGCAAAGCAA GGTAGGACTG AAAGGCTGTG 4980 
CTCTCAAAAC CeACCAGTCT TCAAACGCCA TCAACGGGAA ATAACTCGTA CTACTCTTCA 5040 
GTCAGATCAA GAGGAAATTC ACTATGATGA TACCATATCA GTTCAAATGA AGAAGGAAGA 5100 
mTGACATT TATGATGAGG ATGAAAATCA GAGCCCCCGC AGCTTTCAAA AGAAAACACG 5160 
ACACTATTTT ATTCCTGCAG TGGAGAGGCT CTGGGATTAT GGGATGAGTA GCTCCCCACA 5220 
TGHUTAAGA AACAGGGCTC AGAGTGGCAG TGTCCCTCAG TTCAAGAAAG TTGTTTTCCA 5280 
GGAATTTACr GATCGCTCCT TTACTCAGCC CTTATACCGT GGAGAACTAA ATGAACATTT 5340 
GGGACTCCTC GGGCCATATA TAAGAGCAGA AGTTGAAGAT AATATCATGG TAACTTTCAG 5400 
AAATCAGGCC TCTCGTCCCT ATTCCTTCTA TTCTAGCCTT ATTTCTTATG AGGAAGATCA 5460 
GAGGCAAGGA GCAGAACCTA GAAAAAACTT TGTCAAGCCT AATGAAACCA AAACTTACTT 5520 
TTGGAAACTG CAACATCATA TGGCACCCAC TAAAGATGAG TTTGACTGCA AAGCCTGGGC 5580 
TTATnUTCT GATCTTGACC TGGAAAAAGA TGTGCACTCA GGCCTGATTG GACCCCTTCT 5640 
GGIXrrcaAC ACTAACACAC imCCCTGC TCATGGGAGA CAAGTGACAG TACAGGAATT 5700 

TCcrcrarr ttcaccatct ttgatgagac caaaagctgg tacttcactg aaaatatgga 576o 

AAGAAACTGC AGGGCTCCCT GCAATATCCA GATGGAAGAT CCCACTTTTA AAGAGAATTA 5820 
TCGCrrcCAT GCAATCAATC GCTACATAAT GGATACACTA CCTGGCTTAG TAATGGCTCA 5880 
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GGATCAAAGG ATTCGATCGT ATCTCCTCAG CATGGGCAGC AATGAAAACA TCCATTCTAT 5940 
TCATrrCACT GGACATGTGT TCACTGTACG AAAAAAAGAG GAGTATAAAA TGGCACTGTA 6000 
CAATOTCTAT CCAGGTCTTT TTGAGACAGT GGAAATGTTA CCATCCAAAG CTGGAATTTG 6060 
GCGGGTGGAA TCCCTTATTG GCGAGCATCT ACATGCTGGG ATGAGCACAC TmTCTGGT 6120 
GTACAGCAAT AAGTCTCAGA CTCCCCTGGG AATGGCTTCT GGACACATTA GAGATTTTCA 6180 
GATTACAGCT TCAGGACAAT ATGGACAGTG GGCCCCAAAG CTGGCCAGAC TTCATTATTC 6240 
CGGATCAATC AATGCCTCGA GCACCAAGGA GCCCmTCT TGGATCAAGG TGGATCTGTT 6300 
GGCACCAATC ATTATTCACG GCATCAAGAC CCAGGGTGCC CGTCAGAAGT TCTCCAGCCT 6360 
CTACATXriUr CAGITTATCA TCATGTATAG TCTTGATGGG AAGAAGTGGC AGACTTATCG 6420 
AGGAAATTCC ACTCGAACCT TAATGGTCTT CnTGGCAAT GTGGATTCAT CTCGGATAAA 6480 
ACACAATATT TTTAACCCTC CAATTATTGC TCGATACATC CGTTTGCACC CAACTCATTA 6540 
TAGCATTCGC AGCACTCTTC GCATGGAGTT GATGGGCTGT GATTTAAATA GTTGCAGCAT 6600 
GCCATTCGGA ATGGAGAGTA AAGCAATATC AGATGCACAG ATTACTGCTT CATCCTACTT 6660 
TACCAATATC nTGCCACCT GGTCTCCTTC AAAAGCTCGA CTTCACCTCC AAGGGAGGAG 6720 
TAATGCCTGG AGACCTCAGG TGAATAATCC AAAAGAGTGG CTGCAAGTGG ACTTCCAGAA 6780 
GACAATGAAA GTCACAGGAG TAACTACTCA GGGAGTAAAA TCTCTGCTTA CCAGCATGTA 6840 
TCTGAAGGAG TTCCTCATCT CCAGCAGTCA AGATGGCCAT CAGrGGACTC TCTmTTCA 6900 
GAATCGCAAA CTAAAGGITT TTCAGGGAAA TCAAGACTCC TTCACACCTG TGGTGAACTC 6960 
TCTAGACCCA CCGITACTGA CTCGCTACCT TCGAATTCAC CCCCAGAGIT GGGTGCACGA 7020 
GATTGCCCrc AGGATGGAGG TTCTGGGCTC CGAGGCAGAG GACCTCTACT GAGTCGACCT 7080 
CC 7082 
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